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Whafe is 6la±irtea is : 

selective xjffi±pik&7? in a ;f %is&fc aimimt an& c to^i's3E^r^B;e5 XI 
inhii>i.t:pac? a see^nd cumnirtit.*. tfhe^i-n sai<3 f iirSfe aftibruu^^ 
t^ether Wifch £aid. fittibutffc e'0h#rid£s a fc^e^peaiteically 

effective ap^^tt for te^ttga^nt of rje^rpia^^P P* 7 ^ zieORlasia 
related; ais.?^^, x&ici Wfcj^itf fehe* -seiL^tiv^ 
tBhibtfepjr is & eotog^r£& p£ fmrtEOa 




or an is«*ite£:., ghai^isfe^^ sain, ■«4»?6fc|.v-p^ > 

prodirug tjfatoWj. " " 

R* 7 is- tfiptdayl^ etkyl .Qr^ ^r^^l; 

R 2 * ifl chloSEb 

R 3Q is: ^yiflaag®3e^ fc *£l^ttQ f cteitft&>* ,srt$4t^A, fefchyl., . 

J** 2 is xMUB£& § £UU|a0b» ^ifikuor^sail^ll, Jrtefelijfi or 
provided t3&<*fe. K**', jf^*, A-* a*e rfot all EtoSWQ w&eii 3* 27 

is eittoyl aaaa s? p is ft^aebjg^a'. 

selective ixiliibi^or is li^3frac6xa&* 
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3 . The. c'Q«03iiaa:tioxi of Claim 1 Qlaim 2 wherein thfe 
topoisomearase II xnhibifcpr is selected from tire gerqtfp 
consisting of Ael^xiiMein, amo:tiafade, r arainibit3i3i (# amsacriite, 
armamycin , 6., 9-bis [ (2-^niii6etliyl) afl^dj-benz [#3 iaocjuinplirie- 

* 5 , 10-dione, 1, ll-dieAloro6:-[2~ Uiet&fc^ 

dihy<Jro-i2M4-OH«i0t^^^ -SH^i-ndPlo [£, 3~«a] 

pyrrolo 13, 4^cJcarbazoUte-5:, 7 <6H} .-Qiqne, drisnafcql, 
daunorubicin, doxorubicin., epirubicin, etopo&ide, 
galarubicin, idarubicin, iodbdo^^rubitein, 1U- [ [€~aeoxy-2-0- 
( 6-deo^-3-0-iretli#l-^^ -3,4H)-[ (S) - 

phenylmethylen5O-0-D^^ 

me>thyl-5 , 12-dioXobeiizb [hj [ l]b w ^z6pyirarrd [5 # 3-cde]. [1] 
benzopyrari-6-yl ester- S-e^p^yprppsoopiq aeid^ 8-etgiyl- 
7 , fl , 9 , lO-tetrahyd^o-l, 6,7 , 8, l^pent^ya^o^-io- [ t2 ^ 3, 6- 
:trideoxy-3 t - (.i-mbrpbolixiyl ) -a-L^lyxb-h^pp^ -^5 , 1-2^ 

haphthacenedione, C7S, 9i?) -7- L [4-0- (^sgni^.,.3-i ^t^deob^-a- 
- \ . L-l^o-he&cPp^ o v; v ^ • -rt i 

y I hy dr oxya^etya ) -5^12-napbth^e^^ione^, m&irb^oh^v 

mitoxantrone, neme>rufeiein, {rixaSrUblfriA, N- [2- (dim^thylainino) 
ethyl] -9-»ydro^- 5/6-3$^^^^ carb^zole-l- 
cartooxamide, ^ubostoo^n^e, teeniposirie and v^lnibiciii. 

4 . The ccaribiaaation of Claim 1 Claim .2 wherein the 
topoisometase II inhibitor is Selected f rpm fche gfconp 
consisting of doxorubicin, Spirtibidin and idariibicin. 

5. The combination, of any of Claims 1 to. 4 wherein 
the cycloo3Qrg^p^s.€5-2 sel<jec*tive inhibitor and the 
topoisomerass II inhibitor adiainis^e^ed Substantially: 
siittul taneous ly . 

6 . The combination fcrf . any of Claims 1 fcp 4^ wftenein 
the cycloQ3tygeaasfe-2 s^lecfci^d aiaiibitor and, fehp 
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topoisomerase II inhibitor, are administered s'e^erifcially. 

7 . Use of a combination of any of .Claims l to 4 in 
manufacture of a medicament for treatment of neoplasia or a 
neoplasia related disorder. 

8. The use of Claim 7 tifce\r?ein the neoplasia or 
neoplasia related disorder comprises one or more malignant 
tumor growths selected from the group consisting of. acral 
lerttigenous melanoma, -actinic keratoses, acute lymphocytic 
leukemia, acute myeloid leukemia,, adenocarcinoma, adenoid 
cystic oarcinoma, adenomas, adenosatfcoroa', adehosquamdus 
carcinoma, anal canal cancer, anal cancer, anorectal cancer, 
astrocytic tumors, bartefcolin gland carcinoma, fcasal cell 
carcinoma, biliary cancer, bone. Cancer* bone marrow cancer, 
brain cancer, breast cancer,, bronchial cancer, bronchial ■ 
gland carcinomas, carcinoids, carcinoma,, carcinosarcoma, 
Gholangiocarcinoma,. ch^ndrocarcinoma,- chorioid plexus 

papilloma/carcinoma, Chronic . lymp Chrdnic - l' 

myeloid leukenda, clBe^^'ii .^e^iiiaj colon ^ancter.. ' 
colorectal cancer, connective' tissue, eaneer, /tWtartfcBWB^i'' V* ^^-2-^-^ 
digestive system'- oancerV^duode^ syste^ ' '■>•,' 

cancer, endodermal sinus turner, endometrial hyperplavsia, 
endometrial Stromal sarcoma, endometrioid adenocarcinoma, 
endothelial cell cancer, epehdymai cancer, epithelial cell 
cancer, esophageal cancer, Ewing's sarcoma, eye and orbit 
cancer, female genital cancer., focal nodular hyperplasia, 
gallbladder cancer, gastric antrum cancer, ga^ric fundus 
cancer, gastrinoma, germ ceil, tumors, glioblastoma, 
glucagonoma, heart cancer, hemangiblastopias, 
hemangioend.o.thelioma>, hemangiomas.., hepatic adenoma, hepatic 
adenomatosis, hepatobiliary <aneer, hepatocellular 
carcinoma, HOdgkin's disease, xleua, dancer, insulinoma, 
intraepithelial neoplasia, i^berepitheiiai squamous cell 
neoplasia, intrahepatic bile duct cancer, invasive squamous 
cell carcinoma, jejunum cancer, ^oiAt cancer, Kaposi* s 
sarcoma, kidney and renal pelvic, cancer, large cell 
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carcinoma , large intestine cancer., larynx cancer, 
leiomyosarcoma, lentigo maligna ibela&pgias, leukemia, liver 
cancer, lung cancer,, lymphoma, male gffenital canc£»r, 
malignant melanoma, , .malignant mesothelial tumors, 
medullOblastoiria, me<^l^o.epitfeelioyna, melanoma,, .meningeal 
cancer, mesPtlielial cancer, metastatic carcinoma, mouth 
cancer, mucoepi,4ermoid ca^cinc&na, mtiltiple • Tr^^XdnSia.* muscle 
cancer/ nasal tract cancer, rreryojis ;syst£m caneejr, 
neuroblastoma/ neuroepithelial adenocarcinoma, .nodular 
melanoma, non- epithelial skin cancer., fton-Hodgkih ' s 
lymphoma, oat cell .carcinoma, oligodendroglial dancer, oral 
cavity cancer., osteosarcoma, oyaria-n cancer, pancreatic, 
cancer, papillary serous adenocarcinoma, penile cancer, 
pharynx cancer, pituitary tumors, piastnaCy toma , .prostate 
cancer, pseudosarcpma, pulatonary blastoina-, r®ctal dancer, 
renal cell carcinoma, respiratory system cancer, 
retinpblast6rtia> •« rhaijkton^osarcoina, sarcoma* serous v c^ciri4>ii^i,,' , <v' 
sinus\ : dance* P ^sfc^ s&nail cell car&indama, sl^.l^^^'^:^^:^ 

intestine cahceri -smooth muscle cancer, soft [€^dii1^-' c o^c^^ ■:} . ' ;i 7 
ssomatosfcatin^secreting tumor; s^itte cancer.; ; s^dmi#uf 1 'eexlT'T'^'; 7 ";- *r. 
barciWi^;^^^^ st±4atfed ipiisdle C^e.ebr :J ';' f;j,r V- ' 3 r *' ; 

submesotehelial cancer, su^^rfi^ial sprfe^tdirig itt^atidnsa., T 
cell leukemia, testicular can^^r:, thyr.oid dans^er., toSag**€* * 
cancer, undif f eirentiate<i carcinoma \£ceter canq^r., urethra 
cancer, urinary biadfiese cancer, urinary system dancer, 
uterine c^rvd^c; saucer, uterine corpus cancer, uveal 
melanoma, vaglrial cancer, vesranLic^s. carpin©?na, VI^FOms** vulva 
cancer, well diff ereritiated ccurdinoma arid tyilpi's. t>amor. 

9 • (The use pf Claim 7 wherein the neoplasia or 
neoplasia related disorder is selected, frpm ti^jB group 
consisting of luixg caneer, colorectal cancer, breast cancer, 
prpstate cancer,, bladder cancer, ovary cancer, cervical 
cahcer, gastrointestinal cpneer and lejakemi^a. 
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